Supplementary Figure 4: Superficial cortical injury in modCHIMERA.
Microglial activation in superficial cortical layers of anteroinferior and posterolateral cortex detected by Iba-1 immunoreactivity after modCHIMERA at 1 dpi (a). Boxed region shown at higher magnification in inset. Note increase in number and size of microglia after injury in these regions. β-APP positive puncta indicative of neuritic injury in the same regions as above at 1 dpi (b). Boxed region shown at higher magnification in inset. Cresyl violet staining at one-month post-injury demonstrating a superficial cortical injury in lateral isocortex (arrowhead), with surrounding halo of IgG labeling (c; arrow). Scale bars low magnification 250 m; high magnification 50 m. Amount of time immobile during the tail suspension test at 30 dpi does not reveal differences in depressive-like behavior between groups (c). Data represented as mean ± SEM. Thigmotaxis, elevated plus maze, and tail suspension analyzed with one-way ANOVA followed by Holm-Bonferroni post-hoc test. n = 6-33/group. Supplementary Figure 7 . Assessment of behavioral differences in male and female mice after modCHIMERA. Uninjured female mice exhibit reduced nest building behavior compared to male mice, while nest building between male and female injured animals at either 1.7 J or 2.1 J was not significantly different (a; male mice sham n=6, 1.7 J n=10, 2.1 J n=3; female mice sham n=4, 1.7 J n=5, 2.1 J n=5 ). Female mice injured at 2.1 J only were more active than male mice in the open field test at 1 day postinjury, but were otherwise statistically indistinguishable (b; male mice sham n=24, 1.7 J n=12, 2.1 J n=24; female mice sham n=7, 1.7 J n=7, 2.1 J n=8). No statistical differences were observed in acute thigmotaxic behavior between male and female mice, though female mice did tend to explore further from the wall during the first week post-injury than male mice in all groups including controls (c; male mice sham n=24, 1.7 J n=12, 2.1 J n=24; female mice sham n=7, 1.7 J n=7, 2.1 J n=8). Female mice exhibited similar performance to male mice on the neuroscore test (d; male mice 1 dpi sham n=8, 1.7 J n=9, 2.1 J n=11; 3 dpi sham n=8, 1.7 J n=9, 2.1 J n=7; 7 dpi sham n=8, 1.7 J n=9, 2.1 J n=3; female mice 1-7 dpi sham n=6, 1.7 J n=8, 2.1 J n=7) and rotarod (e; male mice 1 dpi sham n=8, 1.7 J n=8, 2.1 J n=10; 3 dpi sham n=8, 1.7 J n=8, 2.1J n=7; 7 dpi sham n=8, 1.7 J n=8, 2.1 J n=3; female mice 1-7 dpi sham n=6, 1.7 J n=8, 2.1 J n=7e ) in all groups. On the first day of Morris water maze hidden platform training, female mice injured at 1.7 J took a shorter path to the hidden platform location than male mice (f; male mice sham n=24, 1.7 J n=28, 2.1 J n=12; female mice sham n=7, 1.7 J n=7, 2.1 J n=8). Interestingly, all females exhibited a trend to shorter path lengths vs. male mice. This reached statistical significance for animals injured at 1.7 J on day 1 only. Normalized analysis of learning revealed that male and female mice exhibit a similar magnitude of learning when assessed by reduction in path distance to the hidden platform over the four days of training (g; male mice sham n=24, 1.7 J n=28, 2.1 J n=12; female mice sham n=7, 1.7 J n=7, 2.1 J n=8). Female mice injured at 2.1 J exhibited a reduction in social interaction deficits compared to male mice (h; male mice sham n=24, 1.7 J n=28, 2.1 J n=12; female mice sham n=7, 1.7 J n=7, 2.1 J n=8). No significant differences were observed in social novelty testing between male and female mice (i; male mice Sham n=24, 1.7 J n=28, 2.1 J n=12; female mice sham n=7, 1.7 J n=7, 2.1 J n=8). Female mice injured at 2.1 J remained closer to the wall during open field testing at 30 days postinjury compared to male mice, indicative of prolonged anxiety-related behavior in females vs. males at this energy level (j; male mice sham n=24, 1.7 J n=28, 2.1 J n=13; female mice sham n=7, 1.7 J n=7, 2.1 J n=8). No statistically significant differences were observed between male and female animals in elevated plus maze (k; male mice sham n=24, 1.7 J n=29, 2.1 J n=12; female mice sham n=7, 1.7 J n=7, 2.1 J n=8) or tail suspension (l; male mice sham n=23, 1.7 J n=27, 2.1 J n=13; female mice sham n=7, 1.7 J n=7, 2.1 J n=8) tests. Data represented as mean ± SEM. Statistical analysis of spontaneous activity, acute thigmotaxis, neuroscore, rotarod, and morris water maze was performed using a two-way ANOVA between males and females within each injury condition. Statistical analysis of nesting behavior, social interaction, chronic thigmotaxis, elevated plus maze, and tail suspension was performed with a t-test between males and females within each injury condition. Asterisk color indicates group wise comparison reaching statistical significance (black = difference between shams, blue = difference between 1.7 J animals, red = difference between 2.1 J animals).
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